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P.-*, enlace the paragraph beginning at page 17. line 4 with the following 



-Typically, the CCX CKR variants are structurally and functionally similar to the 
CCX CKR allele having the sequence of SEQ ID NO:2. Structural similarity is indicated by, e.g., 
substantial sequence identity (as defined above), or immunological cross-reactivity. Funcfonal 
similarity is indicated by, e.g., a ligand-binding specific.y similar to or the same as that of the 
naturally occurring CCX CKR allele CCX CKR allele having the sequence of SEQ ID NO:2 (e.g., 
binding ELC, SLC, and TECK with high affinity). In some embodiments, the CCX CKR 
polypeptide of the invention ,s a fusion protein or a fragment (e.g., a ligand binding fragment) of the 
full-length polypeptide encoded in SEQ ID NO : 2. As used in this context, a "ligand bmdmg 
fragment" of CCX CKR is a fragment of the receptor polypeptide that binds ELC (e.g., human or 
mouse ELC), SLC (human or mouse), or TECK (human or mouse) with high affinity (e.g., an 
apparent Ki or relational IC50 of less than about 15 nM) or moderate affinity (e.g., an apparent Kl or 
relational IC50 of at between about 15 and about 200 nM). Suitable assays for detecting bmdmg are 
well known in the art. See, e.g., E.C Hulme "Receptor-Ligand Interactions" in A Practical 
Approach/ The Practical Approach Series (Series Eds D. Rickwood and BD Hames) IRL 
Press a. Oxford University Press (1992), especially Ch. 6, Wang et al., "The se of the filtration 
technique in in vino radioligand binding assays for membrane-bound and solubilized receptors," and 
Ch 7 Hulme et al., "Centrifugation binding assays"; see also, Sissors e. al., 1999, "A Homologous 
Receptor Binding Assay for HTS on FlashPlate plusNEN Ufe Science Products ,nc, Boston, MA 
02118.-- — — 
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Please replace the paragraph^tegimmu^at^ 



-In one aspect, the invention provides a polynucleot.de having a sequence or 
subsequence of a mammalian (e.g., rat or human) CCX CKR gene or RNA. The polynucleotides of 
the invention (,,., RNA, DNA, PNA or chimeras), may be single-stranded, double stranded, or a 
mixedhybrid. In one embodiment, the polynucleotide has a sequence of SEQ ID NO: 1 (Figure 1) or 
subsequences thereof (e.g., comprising at least 15, a. ,east 25, at least 50, at least 100, at least 200 or 
at least 500 bases of the polynucleotides and variants of the invention). The invention also prov.des 
polynucleotides with substantial sequence identity to the CCX CKR polynucleotides disclosed 
herein Thus, the invention prov.des naturally occumng alleles of mammalian (e.g., human) CCX 
CKR genes such as human allelic variants of the CCX CKR polynucleotides of SEQ ID NO:l.~ 
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* „ ofI p 99 line 26 with the following: 
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contiguous nucleotides, even more often between about 15 and about 25 contiguous nucleotides.-- 



Please replace the paragraph beginning at page 24, line 27 with the following: 

-The antisense nucleic acids (DNA, RNA, modified, analogues, and the like) can be 
made using any suitable method for producing a nucleic acid, such as the chemical synthesis and 
recombinant methods disclosed herein. In one embodiment, for example, antisense RNA molecules 
of the invention may be prepared by de novo chemical synthesis or by cloning. For example, an 
antisense RNA that hybridizes to CCX CKR mRNA can be made by inserting (ligating) an CCX 
CKR DNA sequence (e.g., SEQ ID NO:l, or fragment thereof) in reverse orientation operably linked 
to a promoter in a vector (e.g., plasmid). Provided that the promoter and, preferably termination and 
polyadenylation signals, are properly positioned, the strand of the inserted sequence corresponding to 
the noncoding strand will be transcribed and act as an antisense oligonucleotide of the invention. The 
antisense oligonucleotides of the invention can be used to inhibit CCX CKR activity in cell-free 
extracts, cells, and animals, including mammals and humans.- 



Please replace the paragraph beginning at page 27, line 21 with the following: 

-Gene therapy refers to the introduction of an otherwise exogenous polynucleotide 
which produces a medically useful phenotypic effect upon the (typically) mammalian cell(s) into 
which it is transferred. In one aspect, the present invention provides gene therapy methods and 
compositions for treatment of CCX CKR-associated conditions. In illustrative embodiments, gene 
therapy involves introducing into a cell a vector that expresses an CCX CKR gene product (such as 
an CCX CKR protein substantially similar to the CCX CKR polypeptide having a sequence of SEQ 
ID NO:2, e.g., to increase CCX CKR activity, or an inhibitory CCX CKR polypeptide to reduce 
activity), expresses a nucleic acid having an CCX CKR gene or mRNA sequence (such as an 
antisense RNA, e.g., to reduce CCX CKR activity), expresses a polypeptide or polynucleotide that 
otherwise affects expression of CCX CKR gene products (e.g., a ribozyme directed to CCX CKR 
mRNA to reduce CCX CKR activity), or replaces or disrupts an endogenous CCX CKR sequence 
(e.g., gene replacement and gene knockout, respectively). Numerous other embodiments will be 
evident to one of skill upon review of the disclosure herein.- 



Please replace the paragraph beginning at page 54, line 3 with the following: 



